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Detailed Action 

The following is responsive to applicant's amendment received June 24, 2005. 

Claims 22 and 24 are cancelled. New claims 25-28 are added. Claims 1-21 , 23, 
25-28 are currently pending. 

Applicant's information disclosure statement received June 24, 2005 has been 
considered. Please refer to applicant's copy of the 1449 submitted herewith. 

Newly submitted claims 23, 25-28 are directed to inventions that are independent 
or distinct from the invention originally claimed for the following reasons: claim 23 is 
drawn to an independent and distinct method of causing decreased pigmentation of nevi 
or hyperpigmented skin by administering a composition comprising cyclopamine; claims 
25-26 are drawn to an independent and distinct method of identifying a tumor that used 
hedgehog/Smoothened signaling for preventing cellular differentiation and/or preventing 
apoptosis of tumor cells by administering a molecule that binds to the smoothened 
protein; claim 27 is drawn to an independent and distinct method of causing decreased 
pigmentation of nevi or hyperpigmented skin by administering a compound that binds to 
the smoothened protein; claim 28 is drawn to a medicament comprising a molecule, 
other than cyclopamine, that binds to the smoothened protein in an amount effective for 
inducing cellular differentiation and/or apoptosis of tumor cells. Method claims 25-26 
and 27 require administration of different active agent, i.e. any compound, other than 
cyclopamine, that binds to the smoothened protein. Claim 28 requires a medicament 
containing any compound, other than cyclopamine, that binds to the smoothened 
protein. 
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Since applicant has received an action on the merits for the originally presented 
invention, this invention has been constructively elected by original presentation for 
prosecution on the merits. Accordingly, claims 23, 25-28 are withdrawn from 
consideration as being directed to a non-elected invention. See 37 CFR 1 .142(b) and 
MPEP§ 821.03. 

The previous rejection of claim 3 under 35 USC 112, first paragraph, set forth in 
paragraph 1 of the office action mailed March 25, 2005, is withdrawn in view of 
applicant's amendment and the remarks contained therein. 

The previous rejection of claims 2 and 14 under 35 USC 112, second paragraph, 
set forth in paragraph 2 of the office action mailed March 25, 2005, is withdrawn in view 
of applicant's amendment and the remarks contained therein. 

The previous double patenting rejection set forth at paragraph 5 of the office 
action mailed March 25, 2005 is withdrawn in view of applicant's amendment and the 
remarks contained therein. 

However, applicant's arguments traversing (1) the previous claim rejection under 
35 USC 102(e) over Dudek et al. and (2) the previous claim rejection under 35 USC 
103(a) over Dudek et al., set forth in paragraphs 3-4 of the office action mailed March 
25, 2005 have been considered but are not found to be persuasive. 

Said rejections are maintained essentially for the reasons given previously in the 
office action mailed March 25, 2005 with the following additional response. 

Applicant argues that Dudek et al. disclose a large list of highly different 
therapeutic or cosmetic applications employing an unlimited number of compounds. A 
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large number of pathological conditions are said to be treatable. However, nowhere in 
Dudek et al. is there any direct and unambiguous disclosure that cyclopamine or a 
derivative thereof may be used for inducing differentiation and/or apoptosis of the tumor 
cells. Dudek et al. do not present any data on the influence of the inhibition of Hh/Smo 
signaling on cellular differentiation. In fact, applicant contends that Dudek et al. contains 
directly conflicting disclosures concerning the influence of the inhibition of Hh/Smo 
signaling on differentiation and is replete with ambiguous/unclear statement concerning 
the influence of said inhibition on differentiation. Inspection of Dudek et al. shows that 
no clear or enabling disclosure existed therein that the inhibition of Hh/Smo signaling 
could be used to induce differentiation of the tumor cells. Dudek et al. lack a clear or 
enabling disclosure that cyclopamine or a derivative thereof can be used to induce 
tumor cell apoptosis. Thus, applicant concludes, inductionss of tumor cell differentiation 
and apoptosis by use of cyclopamine or a derivative thereof cannot be considered to be 
inherent or automatic technical effects. 

Concerning the obviousness rejection, Dudek et al. have no unambiguous 
disclosure or documentation of tumor cell differentiation following exposure to 
cyclopamine or a derivative thereof. Dudek et al. disclose inhibition of the proliferation of 
the cells having Hh/Smo signaling activity by contacting the cells with an inhibitor such 
as cyclopamine. However, nowhere in Dudek et al. is there an unambiguous or enabling 
disclosure that cyclopamine or a derivative thereof can be used to induce differentiation 
and/or apoptosis in the tumor cells. Finally, concerning claim 13, Dudek et al. do not 
disclose cyclopamine in a dosage form effective for inducing cellular differentiation 
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and/or apoptosis of tumor cells that use the hedgehog/smoothened signaling for 
proliferation and for prevention of apoptosis and/or for prevention of differentiation. 

Said arguments have been considered but are not found to be persuasive. 

Concerning, applicant's arguments directed to lack of enabling disclosure, 
according to MPEP 2121 , "when the reference relied on expressly anticipates or makes 
obvious all of the elements of the claimed invention, the reference is presumed to be 
operable. Once such a reference is found, the burden is on applicant to provide facts 
rebutting the presumption of operability. In re Sasse . 629 F.2d 675, 207 USPQ 107 
(CCPA 1980). See also MPEP § 716.07. In this case Dudek et al., anticipates and 
renders obvious the claimed inventions and is therefore presumed operable. Applicant's 
assertion, absent any facts or objective evidence, fails to rebut this presumption of 
operability. 

Concerning the method claims, from the standpoint of patentability, methods 
steps must distinguish over the prior art in terms of method steps, i.e. the acts or series 
of acts involved in the method. Please see Ex parte Forsyth et al. . 151 USPQ 55 (BPAI 
1966). The examiner respectfully submits that applicant has not clearly distinguished 
the claimed method steps from the method steps disclosed in Dudek et al. Claim 1 of 
the instant application recites a method for inducing cellular differentiation and/or 
apoptosis in tumor cells that use Hedgehog/Smoothened signaling, wherein the act or 
series of acts comprise contacting tumor cells with a sufficient quantity of cyclopamine 
or a derivative thereof. Dudek et al. disclose the identical act or series of acts required 
by the claims. Dudek et al., disclose a method of treating tumors or basal cell carcinoma 
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(claim 4 of the instant application) by administering to a patient in need thereof (in vivo) 
an effective amount of cyclopamine. More specifically, Dudek et al. disclose treating 
mice suffering from medullblastoma by administering to the mice an effective amount of 
cyclopamine, wherein the cyclopamine inhibited the tumor growth. 

It appears that applicant is attempting to distinguish the claimed method from the 
method disclosed in the prior art by arguing that inhibition of tumor growth in Dudek 
occurs through inhibition tumor proliferation whereas the claims require that 
cyclopamine induce differentiation and/or apoptosis of the tumor cells. In other words, 
the claimed methods involve a different mechanism of action. However, "the mechanism 
of action does not have a bearing on the patentability of the invention if the invention 
was already known or obvious. Mere recognition of latent properties in the prior art does 
not render nonobvious an otherwise known invention." Please see In re Wiseman, 201 
USPQ 658 (CCPA 1979). In this case, the examiner respectfully submits that the mere 
recognition that cyclopamine, when contacted with a tumor cell that uses the 
hedgehog/smoothened signaling pathway, induces cellular differentiation and/or 
apoptosis in the tumor cells does not distinguish over the methods disclosed by Dudek 
et al. 

Finally, absent evidence to the contrary, it is reasonable to conclude that the 
same patient is being administered the same composition, i.e. cyclopamine, by the 
same mode of administration in the same effective amount in both the instant claims 
and the Dudek et al. reference. The fact that applicant may have discovered yet another 
beneficial effect from the method, i.e. induction of cellular differentiation and/or 
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apoptosis, set forth in the prior art does not mean that they are entitled to received a 
patent on the method. "It is a general rule that merely discovering and claiming a new 
benefit of an old process cannot render the process again patentable." In re Woodruff . 
16 USPQ2d 1934, 1936 (Fed. Cir. 1990). Also, it does not appear that the claim 
language or limitations result in a manipulative difference in the method steps when 
compared to the prior art disclosure. Please see Bristol-Meyers Squibb Co. v. Ben 
Venue Laboratories . 58 USPQ2d 1508 (CAFC 2001). 

Concerning the claims drawn to a medicament, applicant has not clearly argued 
how the claimed medicament containing cyclopamine and the medicament containing 
cyclopamine taught by Dudek et al. differ. Dudek et al. disclose dosage forms 
containing cyclopamine that are also claimed by applicant, (see page 6 of the office 
action mailed March 25, 2005). Therefore, the compositions of Dudek et al. would be 
capable of performing the intended use of inducing cellular differentiation and/or 
apoptosis in the tumor cells. 

The rejections are respectfully maintained. 

Conclusion 

Claims 1-21 stand rejected. 

Claims 23, 25-28 are withdrawn from consideration. 

THIS ACTION IS MADE FINAL Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Cybille Delacroix-Muirheid whose telephone number 
is 571-272-0572. The examiner can normally be reached on Mon-Thurs. from 8:30 to 
6:00 as well as every other Friday from 9:30-6:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low, can be reached on 571-272-0951. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 



\ 

Application/Control Number: 10/682,584 Page 9 

Art Unit: 1614 

you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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